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SPECIFIC COMMENTS TO AUTHORS

We would like to express our sincere gratitude to the author team for their dedicated

efforts. Their work has provided a scientific extension and in-depth interpretation of the

*Candida albicans* internalization process mentioned in the original paper, which

contributes to a better understanding of the polymicrobial interaction between
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*Helicobacter pylori* and *Candida*. However, after a comprehensive and in-depth
review, we believe that there is significant room for improvement in enhancing the
paper’s professionalism, academic depth, and theoretical richness. Our detailed review
suggestions are expanded as follows:

When elaborating on the mechanism of Helicobacter pylori internalization into Candida
cells, it is recommended that the authors focus on citing relevant literature advances to
elaborate on the biological characteristics of Candida albicans and the key theories
regarding its internalization of other microorganisms, instead of centering the literature
review on the general characteristics of yeasts. It is advisable to revise this section
accordingly.

Regarding the occurrence of the internalization process, the interpretation could be
further deepened by exploring whether there exist potential molecular biological
mechanisms or surface membrane-related recognition systems that induce this process.
This would not only deepen the understanding of the original authors” work, but also
identify unresolved research questions, thereby enhancing the academic value and
readability of the present manuscript.

There is some overlap or similarity between the content of the Discussion section and the
Introduction section. Currently, the content is primarily focused on summarizing the
original paper, while the analysis of the limitations of the original study and the
proposal of further research directions lack sufficient depth.

It is recommended to enrich the theoretical basis and research evidence for the potential
induction of Helicobacter pylori internalization by Candida albicans from the
perspectives of bacteriological characteristics, emerging research on related microbial
community metabolism, and molecular biological mechanisms, thus strengthening the

scientific rigor of this paper.
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SPECIFIC COMMENTS TO AUTHORS

This editorial provides a timely and insightful commentary on the in-press article by Xu
XL et al., effectively highlighting the novel hypothesis of Candida-mediated vertical
transmission of H. pylori. The discussion of polymicrobial interactions, epidemiological
implications, and study limitations is balanced and well-supported by references.
Strengths include a clear structure, comprehensive literature review, and emphasis on

clinical relevance for infection control. However, revisions are needed for formatting,
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clarity, scientific precision, and adherence to WJG editorial standards (e.g., concise
language, consistent terminology, and figure integration).

Major Comments

* Title and Focus Alignment: The title "Beyond Fecal-Oral Routes: Could Candida Act
as a Reservoir and Facilitate Vertical Transmission of Helicobacter Pylori?" is engaging
but could be more precise by specifying "maternal-neonatal" transmission to mirror the
referenced study. Consider: "Candida as a Reservoir for Maternal-Neonatal Vertical
Transmission of Helicobacter pylori: Insights from a Murine Model."

* Abstract and Core Tip Redundancy: The abstract and Core Tip repeat the article
summary and conclusions nearly verbatim. Condense the Core Tip to 1-2 unique
sentences emphasizing novelty (e.g., "This murine model challenges traditional
transmission routes, urging clinical validation in human cohorts."). WJG prefers Core
Tips under 100 words focusing on key innovation.

* Figure 1 Integration: Reference Figure 1 explicitly in the text (e.g., after "Figure 1
shows..." in the transmission section, add "as illustrated in Figure 1"). Provide the figure
legend and ensure it is submitted as a high-resolution file. If not already, confirm it
visually represents the "chronological timeline" without copyrighted elements.

* Evidence Interpretation and Limitations: The Discussion aptly notes limitations (e.g.,
culture failures, C-section transmissions), but strengthen causality concerns by citing
human data gaps more explicitly (e.g., "No direct endoscopic evidence of neonatal
gastric H. pylori colonization exists"). Expand on public health implications in
resource-limited settings, such as Ethiopia or similar contexts, where maternal
candidiasis prevalence is high.

Minor Comments

* Formatting and Typos:

* Fix broken links/brackets: e.g., "Alkhawagahl' — "Alkhawagah SM!"; "in-press
8
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article submitted by Xu XL" — 'in-press article by Xu XL"; " Candida" —
"Candida-mediated..."; "that H." — "that H. pylori"; ".)()" — ""; "[nutrient limitation...
[30-32].)()" — integrate smoothly.

* Standardize italics: Consistently italicize Helicobacter pylori, Candida albicans, etc.,
per WJG style.

* Author Contributions: "Both authors contributed equally... share the responsibilities"
is redundant; simplify to: "Said ZNA and Alkhawagah SM contributed equally to this
work. All authors read and approved the final version."

* Introduction and Background:

* Sentence 2: "curved/spiral-shaped" — "spiral-shaped" (standard descriptor).

* Prevalence data: High neonatal rates (33-52%) are striking; add context on assay
limitations (e.g., HpSA false positives in neonates) citing ref or recent meta-analyses.

* Candida species: List expanded accurately, but note C. auris emergence post-2022
WHO list.

* Scientific Content:

* Internalization section: Excellent review, but quantify stress promoters (e.g., "pH <4
promotes entry "). Discuss viability post-release (e.g., amphotericin B triggers bacterial
ejection ).

* Transmission: Clarify "horizontal (oral-oral) and vertical (through Candida)" -
vertical typically means transplacental/intrafetal; here it's perinatal. Rephrase to
"perinatal vertical (via Candida) vs. postnatal horizontal."

* Discussion: "Biomedicines 2025; 13: 1172" - verity future publication; if preprint, note
as such. WJG cutoff is Jan 2025 knowledge.

* References:

* Consistent and relevant (35 total appropriate for editorial). Fix minor errors: Ref 1

"Warren R]J" — "Warren JR"; Ref 24 PMID mismatch (confirm); Ref 33 "Decoding
9
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Infection and Transmission 2025" - ensure journal legitimacy.

* Update if possible: Add 2025-2026 reviews on H. pylori resistance or candidemia
synergies.

Recommendations for Revision

Revise for conciseness (current ~2500 words; target 2000-2200 per WJG editorials).

Ensure language is active and precise. Submit tracked changes highlighting edits.
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Peer-reviewer statements

Peer-Review: Anonymous

Conflicts-of-Interest: No

Are your review comments generated by

Al tools?

No

SPECIFIC COMMENTS TO AUTHORS

This editorial provides a timely, well-structured commentary on the in-press article by
Xu XL et al., effectively synthesizing evidence on Candida as a potential reservoir for H.
pylori vertical transmission. It challenges traditional fecal-oral paradigms with
compelling preclinical data from murine models, while appropriately highlighting
limitations and calling for human validation. Strengths include a logical flow from
background to hypothesis validation, relevant citations (up to 2025), and public health
relevance, especially in high-burden settings like Ethiopia. The manuscript is

publication-ready with minor revisions for clarity, formatting, and precision. No

conflicts declared.

Major Strengths
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* Scientific Rigor: Balances enthusiasm for the novel hypothesis with critical appraisal
of limitations (e.g., VBNC state, cesarean delivery findings, lack of direct
culture/isolation).

* Structure and Readability: Clear sections (Introduction, specific subsections,
Discussion, Conclusion) with a core tip and key words that align with WJ]G standards.

* Relevance: Ties findings to global epidemiology, maternal candidiasis in
resource-limited areas (e.g., Ethiopia ref 40), and implications for prevention.

* Visual Aid: Figure 1 timeline effectively summarizes research evolution.

Minor Revisions Required

Address formatting inconsistencies, typographical errors, and incomplete phrasing for
polish. Specific suggestions:

*  Abstract and Core Tip:

* Fix broken markup: "In this editorial, we comment on the “in-press article by Xu XL
et al”" — "In this editorial, we comment on the in-press article by Xu XL et al."

* 'title “Candida-mediated..." — "title 'Candida-mediated..."

* Core Tip: Remove redundant quote in "title” Candida-mediated.." — ‘'title
'Candida-mediated..."

* Introduction:

* "H. Pylori" — "H. pylori" (consistent italics/lowercase throughout; e.g., fix in
subsection headers).

* Ref 6 citation fits, but note high neonatal positivity rates (40.4%) warrant caution
given ref 9's false-positive concerns in <6y —already addressed well.

* H. pylori Internalization within Candida Cells:

n

* Bracketed text: "nutrient limitation...[31-33]. Several unique..." — Integrate smoothly:
"Alterations in pH (especially <4), nutrient limitation, temperature fluctuations,

antibiotics like amoxicillin, and anaerobic conditions promote entry[31-33]. Several
14
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unique..."

e C(Clarify: "culture H. pylori in vitro after its exit from fungal cells have been
unsuccessful" — 'culturing H. pylori in vitro after exit from fungal cells was
unsuccessful"

* Transmission Section:

* Header: "Transmission of Internalized H. Pylori from Mothers to Offspring:" —
"Transmission of Internalized H. pylori from Mothers to Offspring"

* Figure 1 caption: Excellent, but ensure high-res image submission; suggest labeling
timeline axes clearly (e.g., years).

* Discussion:

* '"where murine vaginal and gastric infection models with Candida harboring H.
pylori was established" — "were established" (subject-verb agreement).

* Strengthen limitations: Add "Potential contamination or PCR artifacts" to VBNC
discussion for balance.

* Ethiopia/Uganda refs (40-41) apt; prevalence data (e.g., high vaginal Candida in
Ethiopian pregnant women) supports call for local studies.

* References:

* Consistent formatting needed: Some have DOlIs, others not; ensure all PMIDs/DOIs
active (e.g., ref 25 lacks PMID /DOI — verify).

* Ref 18, 35, 37: BioRxiv/preprint DOIs acceptable for editorials but flag for WJG
policy.

* Ref 24: 2025 publication — current as of Feb 2026.

* General:

* [talics: Ensure H. pylori, Candida spp. italicized consistently (e.g., via Markdown or
WJG template).

*  Word count: Concise (~2500 words); abstract <250 words.
15
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* Figure: Submit as separate file; caption complete.

Recommendations for Enhancement

* Add Specificity: In Discussion, quantify murine findings (e.g., % offspring positivity
from Xu et al. if available) to strengthen validation.

* Broader Implications: Briefly note diagnostic challenges (e.g., HpSA false positives in
neonates, ref 9) and prevention (e.g., maternal Candida screening/treatment trials).

* Language: Minor phrasing tweaks for fluency, e.g., "pave the way for implementing"
— "guide implementation of" (repeated; vary).

* WJG Compliance: Confirm no acknowledgments needed; add if funding exists.

Footnotes ready.
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Are additional experiments needed for the study? No

Does the research scope comply with ethics? Yes
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SPECIFIC COMMENTS TO AUTHORS

We would like to express our sincere gratitude to Dr. Xu Xiaoli and her team for their

valuable contribution to the World Journal of Gastroenterology with this study on

Candida-mediated vertical transmission of Helicobacter pylori in C57BL/6] mice. This

research not only advances our understanding of polymicrobial interactions but also

offers a novel perspective on deciphering the non-traditional transmission routes of
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Helicobacter pylori. The revised manuscript is of high overall quality, featuring a
logically coherent structure, comprehensive and rigorous data, and fully demonstrating
the rigor of the experimental design and the significance of the findings.

The study proposes an innovative and challenging hypothesis: Candida may serve as a
reservoir for Helicobacter pylori, facilitating its vertical transmission from mothers to
offspring. This concept challenges the long-standing fecal-oral transmission theory of
Helicobacter pylori and underscores the critical need to explore alternative transmission
pathways, thereby expanding the research boundaries in the field.

The study highlights that Candida-mediated vertical transmission of Helicobacter pylori
could be a significant public health concern, especially in resource-limited settings. This
insight draws attention to the unmet needs of maternal and neonatal health in such
regions and emphasizes the urgency of developing targeted preventive strategies to
mitigate this potential transmission risk.

In summary, this editorial opens a new direction for research on the transmission
mechanisms of Helicobacter pylori and deserves widespread attention from the
academic community. We look forward to the authors’ continued in-depth exploration
of this field and their further contributions to global public health. We once again

commend Dr. Xu Xiaoli and her team for their outstanding work.
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